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PATENT APPLICATION . 
IN THE UNITEa) STATES PATENT AND TRADEMAKK OFFICE 

In re plication of DocfeetNo; Q88061 
TsuyoshiNAGAlSfUMA, et al. 

AppLi. Na: 10/538,514 Group Art Unit: 1612 

ConfumatioiiNo.: 1878 Examiner: WaltoRWebb 
Filed: June 9, 2005 ' • 

For: SCUD DRUG FOR ORAL USE 

SUPPLEMENTAL DECLARATION I}NDER 37 C J'.R. § Llh 

Mail Stop AmendmOTt 
Commissioner for Patents 
P.O.Box 1450 

Alexandria, VA22313-1450 . 

Sir: ■ 

I, Tmyosihi Nagamiraa, hereby declare and state: 

THAT I am a citizen of J^an; 

THAT I have received the degree of Bachelor of Science in Indptstrial Giemistiy fiom 
Oiiio University in 1990; 

THAT I have been employed by Kissei Pharmaceutical Co, Ltd. since April 1 990, 
engaged in engineering and research mainly on the production of drug products and formulation 
tedmology studies on drug products; 

THAT I am one of Ihe co-inventois of the invMtion disclosed in the' above-identified U.S. 
patent ^plication. 
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Further to the previously submitted Declatatictns to ftutfaer demoasttate that the present 
invention is not obvious over Kitazawa in view of Ishifiara and m finiher view of Salpekar and Sbar, 
we conducted the foUowing ad(Ktional ejqperimeats. 

1. Prepaiation of Capsules of Examples 1, 2 and C of the present invaotlon and comparative 
• capsules N, 0, B> H and Q 

C^sules of Examples 1, 2 of the present invention and comparative examples N, O, B and 
H were prepared as described in the previous Declaration filed April 8, 2010, 

Cs^sule C of the present invention was prepated as descnbed in the previous Declaiation 
filed My 22, 2009. 

Comparative Capsule Q contains sodium lauryl sulfate as an intragranuiar ingredient and 
was prepared as described at column 4, lines 29 to 22 of Shar. 

2. Dissolution Tests > 

In accordance the procedures of 'dissolution Test Method" as described in Test 
Example 4 in the pres«it specification, the capsules of Examples 1, 2 and C of the present 
invention and the comparative c^sules N, O, B, H and Q were tested, The results are shown in 
Table 1. 

3. Storage Stability Test 

The capsules of ]&!:ampl^ 1, 2. and G of the presoit invention and the comparative 
capsule Q were tested for storage stabilily under 60°C &r 7 days. The results are shown in Table 
1. 

2 
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Comparing the granulated composition of capsules N and O lepresentative of Sliar with 
the capsule of the present invention, the granulated composition of capsules N and Odiffers ficom 
the granule of the present capsule in that the granulated composition of c^sules H and 0 does 
not contain D-mamiitoL 

As shown in Table 1 the dissolution rates of Capsules N and O are notably lower than 
those of the Examples 1 and 2 of the preset inv^on (the dissolution rate a&sx 15 minutes: 
Capsule N: 0.6%; Capsule 0: 32%; Example 1: 93%; and Example 2: 9.7%). In Table 1, Capsule 
B which corresponds to a capsule adding D-mannitol as an intragranular ingredient to Capsule N, 
The dissolution rate of Capsule B is also notably lower than those of Has Examples 1 and 2 of the 
present invention (tfae dissolution rate after IS minutes: Capsule B: 8%; Example 1: 93%; and 
Example 2: 97%). 

A comparison of Capsules N, O and B with Examples 1, 2 and Capsule C shows that not 
only partially pregelatinized starch but also D-roannitol and sodium lauryl sulfate ate necessary 
for imparting the immediate dissolution propoty. 

Comparative Capsule Q, containing sodium lauryl sulMe as an inttagr^ 
as shown in Table 1 wa$ prepared based on llie description of Shar at column 4, lines 29 to 22. 
The granulated composition of Cf^sule Q contains at least a portion of lubricant as an 
intragranular ingredient as in Shar, while the capsule of the present contains lubricants as an 
extragrauular ingredient Hie dissolution rate of Capsule Q is considaably lower than that of 
Examples I and 2 of the present invention (the dissolution rates: C^^sule Q 18% after § minutes, 
67% after 15 minutes; Example 1: 75% after 5 minutes, 93% after 15 minutes; and Example 2: . 
3 
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77% after 5 minutes, 97% after 15 mSnutes). Furtbennote, a stota,ge stability test was conducted 
under 60 °C for 7 days with respect to Capsule Q. As a result. Capsule Q showed remarkable 
decomposition and was unstable while Examples 1 and 2 of the present invention exhibited 
excellent stabilities (the amount of decomposed product: Capsule Q: 7.44%; Example 1: 0.71%; . 
and Example 2: 0.46%). These results show ftat sodium lauryl salfate is necessary as an 
extragranular ingredient for imparting unmediate dissolution prop^ and good storage stability. 

The data shows that the combination of lubricant and sottium lauryl sul&te as an 
extragranlilar mgredient provides the capsule of llie present invention with much higher 
dissolution properties as compared to capsules containmg a lubricant alone. Further, tiie addition 
of sodium lauryl sulkte as an extragranular ingredient provides the c£q;>sule of the present 
invention vvith extremely higher storage stability as compared to capsules Containing sodium 
lauryl sul&te as an intragranular uigredient. 

Such advantageous effects of die present invention of decreasing dissolufioa time and 
increasmg storage stabilily adueved by the combination of lubricant and sodium lauryl sul&te as 
' an extragranular ingredient in the present invention are not taught or suggested and would not 
have be^ esqiected based on the teachings of the cited references \dieth^ taken alone or in. 
combination. 

I declare further that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willfhl &lse statements and the like so made are 
punishable by fine or unpfisonment, oir both, under Section 1001 of Title 18 of the United States 
4 . • 
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Code, and that such willful fidse statements may jeopardize the validity of flie ^plicatioa or any 

patent issuing thereon. . " 
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